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A new investigational affinity-detuned antibody drug conjugate (ADC) optimized to selectively
target and deplete intratumoral regulatory T cells (Tregs), which are critical in suppressing
antitumor immunity. By detuning its binding affinity to CD25, PF-08046032 minimizes the
depletion of peripheral Tregs, thereby lowering the risk of associated autoimmunity. This novel
molecule combines a CD25 antibody with the cytotoxic agent monomethyl auristatin E
(MMAE), delivering effective antitumor activity through targeted cytotoxicity against Treg but

not the effector CD8" T cells. Our presented preclinical studies demonstrate that PF-08046032 . C\ e,
effectively depletes tumor-infiltrating Tregs with high CD25 levels while sparing other immune ;ﬁ‘“ "&-'. )R
cells, demonstrating its potential as a novel therapeutic approach in advanced malignancies. \ ‘.'X

The graphic was generated in part using BioRender.com. See graphical abstract and read the full

article on page 963.
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NOTICE: This notice serves to inform the reader that, in 2023, AACR received a donation by Pfizer of the rights to royalties from the sale—within
the United States—of Bavencio® (avelumab), a pharmaceutical owned by Merck. None of these funds are being, or will be, used to directly support
any specific publication or author. If an individual article is published that deals with this particular drug, such article will include standard financial
disclosures per AACR journal policy. For more detail regarding AACR’s established policies for authors, please go to https:/aacrjournals.org/pages/
editorial-policies#coi.
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